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Bcachjeaauaj 

DMBrtnflong betrim Strutaureletoente, geegnet fur die Hemellung von Epothilcoen und dean Doiv*« DiaP^u 
dung bemm wa labia die HemrUung dk»er Stnikturcletrwu*. ^~"««a una oeren Lfcnveua. Die Erfn- 

EaoUaloan and Narumoffe ait auBeiordenUicber biotopicbtf Wirkung, z. B. ala Mitoaefemmcr Miknaihuii 



7»H 




Ep«hil«»tekhiw«^ 

snnmtea Betfngungea zur RemMldotruktioa oeitt inibeeoedere bezugjicb der C3-C4-Binduai. Vfarauaeetzuae ftlr 
cmeltoiWtob^oo ^^AJ^inw ub&Aerwoiee bne Cerbonylgruppe in ft>«nc*Ilodei rb™*rzu^Be- 
loadere locni vcrnufea Reoxieldolreaknooea, wean acheo C2 oderC* zudea Sobettaaanmn be fin den ma dktLsnVh* 
Spanmng erhohen uad/oder da* Eaolet der lUiroreaMco eletami^ 
methy lgruppe an C4. 

Die Revcmbibtlf rlntitrtw Aldobrataicoen (z. B. nrit Nagociangc) flUm » mangeihafUg Cheino- Regie- und gel 
l^^^^^^ooOenwwti uater ihenncdynaoiecfaen Bedieguagen gearbeitet wmi Die abbcbe Slure/Baa* 
KateJyee voa AJdcfceakaooea kenn en Epochikaibaattejaea aucfa enderwddfe ungewoUte Vtrinderuagen bewirkaa, 
z. B.. VVajaer-Ekminierueg ana Alkoholea, Epoxidrmgofcungen, BeteripeJtuag etc 

Daa Strnfcni wifcwiM C1-C5 der Epoailone wnrtebiabar akat erfolgnacb Ober klaaaiacaa AJdoteeJcaoecn crtatea. 
loaders our Uber (inevemble) ABy ladditioaea. Nectaeiiig fQr die in Stand der Tbchnik beachriebeae Syatbeae uZdaB 
die ADylgruppe gewoanfccb bei defer Iboneratur addiert and anrthrnrad oxidadv zu doer Cafboeylgrupae umiewan- 
deft werdea mufl. Ein weuenr Ntchtal in daS ba dea biabcrigea \terfihnm mindeetem iwa OxkUu^u^m afor- 
derlicb sind, urn en CI die Ondadoaaanfe daer CartcaaMure za erreicbea, wie n> Epothikat erfonfcrtica. Allylver- 
knupftmgea zwiacben C3 und C4 weiaen die vorgenaanten Nec&tok emeprecbead euf. Ea wurde deahaib each eiaern 
Syntheaeweg geeucht, der dea Aofba* dee Strukiureicmentca C1-C5 in raiger Scaring crlaubt. und woria die Punk- 
Donaiidt an CI oder CS fro wihlbar iaL 

Ea wurde gefunden. daB one Vteante der Uaeaecben Refofmatiky-Reaktioe, die MetaBe und derea niedervaleate 
Sane, bevonagt niadcrvaieate ObcrgaagaaagtaJlaaUa, acta, a enaogiictt, C1<3-\tatnndungen vom Typ m in einfa- 
cba Weiee zu erhafiea, aane daa in ptiatm Amman* Reanaidoliiierung beobachtet wurde. Ebeafalla wurde gefunden 
daB die Reakrioo alde&ydeekfctiv verll&it wu ea ernfigticat, Stoffe vom Typ 0 efflxieat umxueeuea. beeondere aucfa 
sokbe bd deaea G 2 ca Akzeator dea m O 1 e^aan 

ea, daB die PunkaaaahUitan an CI oder C5 firei wanlber and, und akat wie in Stand der Ibcbaik, durca one Vinyl- 
gruppe vofgegebea and. 

ErflndungigentJ bergeeteDie Stnikrurckmeme wdaea die ailgeeadae Smiktmfonnd m und vorzupwetM die For- 
mel IV eat Die Stnatancacseatt ID und/odcr IV Usees vorzugiweiae ala Piodukxe oder ala Zwiaehenpradukte in der 
Syatbeae voa WWotnffen vcrweadot werdea. Ajoncrdem kfleaca die oftndunpgonlflen Smiktureleinente m und/odcr 
P/ fllr die SyruJMM von Ptdykebd-Nannttoff« oder Derivatea von Wjtaa^Natoratoflfai, vorzugtweiie ftb? makxocy- 
litcbe Wutaioffp wie PpnthiTnaa and derea Dcpvate dnachHefUch Sageoiaoenerea davoa. bei danea tie ala C1-C16-, 
C1-C14- oder bcaoaden ail CI-C6>Baucan da Riaga dknea kfloaen. beaonden tucb in nirto«Tmichar Form. Fer- 
ner werdea ernaduopgarnifie N*jrbindungen mit der aUgameinea Strukturfofnel m und IV bergeateBX bei deaea M 
durcb FO ereeoa wurde, Dieee kfioneo eattarecbead Merwendung nadea. 

Die erBadaaparffllnea \Woduagea dea 1>pe m (SmiktureJeaea), tntbeacndere jodocb aoicbe dee Typa IV, towie 
derea StMPoiaaoMliatoaan and itab^ 

akdoa van Refornataky-TVp nit reaka van MeuQea und Metailaaizea. bevorzup onttela medervaJeater Obergangsme- 
uiboaam, bargeatelk. Oaaigaata<i) MeteilaalaXe) umnaaea bevocxugt lokha, die QetanoaCea) mit lenpaaa Ugaadca- 
iiriiantftt|^acnwtodigkeit Hefera und/odcr soJc&e mil hoher Lewiaaclditat geben. Geeigneta, tlbHche reaknve MetaiHo- 
od» um^aeee 11(01). Cr(IX Cifll), Sm(TI>, Co(D f F<H), bcaooden bcvorzugi Cbroo^II>crbuiduottri, dk ah G<^ 
gexxion in der Re/ormauky-Typ-Rrakxjon Cbron(III)eaIze Uefcra. 
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IV: 



Nerol 





zugt iind CN, CCtt^paoaMUymer, C0 2 Alkyl COjM. COR- bewoden bevorzugt COR*. G 1 ist nicta - 

(CaO)C(CHs)). 

C* G». CH 2 ORl CHxOPO. CH(OR»),, CWO-PO),. CH-N-PO, uod ItaMaadooea davoo; vonagswdie COB. 
COjAJkyl COR». CH(OPO)j, Q-OttCHj**, bemdm bevorzugt rur Q uad 01: COa C(-0)C(Ch5i j - bewadm 
bevorzugt teIViCO,Alkyl,CO a M.C0 2 PC,COR«. .oeeonoen 
R l : H. F, Alkyl Vinyl Cycloaikyl (3-7gKedrigX OAlkyl CV^b « 0-3). Oxa<ycloaIkyl (3-7gliedrig) und Kom- 
bdsmioom davoo, Spinxyckmlkyl (2 R* . Alky odes, genu* 3-7glkdrig) uad Oxaajuotycloalkyl (2 R» • Oia-aJkyli- 
<k0 ' ^g.yj'j^ ^ vorzugtweiae H, Methyl. Ethyl, Spfaocycfapropyl (EtbyUdea) md Spmwximi (Oxaethyli- 
den), beeoadon bovomigt H. 

R*t H, Alkyl Vinyl Aryl CHfy* (n * 0-3). Cydoaflcyl 0-7-gliedrig), OAlkyl, Oxa-cyclodkyl (J-7g]kdrig) und 
Kambinateen davoo, Spiio-cydoaikyl (2R J » AfcyUdeo, fctzmt 3-7gliedrif) uad Ouspirecyclotlkyl (2 R 1 - Oxa-il- 
kylidea, geumt S-7-glkdrtg). vorzapweie* H. Mahyi, Ethyl. Sat i ocy cl o p ropyl (E&yUdee) uad Spinoairw (Chaethy- 
udca), betoodcn bevorzugt Methyl uad Sp ir o cyt l op r o pyl (EthyBdea). 

R } : H. X odor o-gabiadnea Nerol Oeraniol Nery lacetoo uad Genaylacetoo, uad dena Deri vate, bcaoaden wfcha, 
die ganz odar teUwejae bydricrt oderoaidkrt nad. »orz ugiwci a8 mm Epoaid uad o>, e>7 odar avt-AflMhot, oder in da- 
nea die primart Aikobommkbon in eineo Aidahyd oder eiae Gruppe X Qbertthn odar ia UbUcher Vfcae geacbum 
wurde, uad Kombtaadoaea davoo, Bevorzugt nad Rir Cl-Clo-Bauiteine dee Epotnilooi B uad aeiaer Derivate: o>S/o> 
6- Epoxide uad o> AJkoaoJe, aueh to Komhtnatinn: bcaoaden bevorzugt •oka* von Typ V uad loicha mit earn dem 
Epothiioo B eoiipncheaden Stercochenne. Bevorzugt fur C1-C14-Baufiane del EpothUoas B uod winer Derivator o> 
Alkofaoto dot Gerattioii uad NcroU uad data Dcrivna, i aibcaoBda^ jeoom digo^Alkoaote dee ol/co-2 hydacncn Go- 
nnioli uad Nerol* uod derea Derrvata. 

M:H;Meu^(ibKa0»ldaI*vorza 
CrflUfe nkhrmetillhrha Karioaaa, dabai vorzugtweiM Ammonium-, Alky bunmonuaaoscn uad Pvridiaiuinioneo uad 
Ban ailer gtnanateo Kaoooco uod dti Protone, 

i and: Alljrl Benzyl Methyl ikthnena Methyleoderivaa wie Me&oxyaethyt, SUyl, 
JkohotfunktkxMO - «uch Acyucfaozgruppcn, bm Urara betoodm berarait Acetyl 
i Derivaos, uad Boryigruppea, spend] tokha die ill Subeatucmro Aryl Alkyl OAlkyl oder re- 
ikrivn SufaiaiuoDeoa Xtrigoa. wood letnere tuch rmgarhtirftrod ant O 1 oder 0* reagiena kBnncn. betoodcn auch ua> 
lex Pfwtirienmg dor btogroppa ia >%biaducgeo do Typt IV. B«i m oad IV ebeo&lU tolche Scboagruppea, die C 1 uzmI 
3-Hydiaxytjaapa gkkhzeaig acafluaa: Acctoroda, Methyteo. Sityleoderivate, Cr(in>. WUterv for dai patantgemlB be- 
antaruchte Vorfebraa geagaeca Scautzgruppeo nad tm GREENE/WUT3 1991 (Pnxeedve Group! ia Otgaoic Synihe- 
ju, ISBN 0-47 1 -62301-a*) bekaaat, auf die auadruckocb Baxug geaommao wird. Aueh Kombuanoora der gaoaaacn 
Schuugruppaa. 

R*: Pami i gwiH l ircrwcadbaw chink Reata uad AuaiBara, be> Ketoaaa vorzugsweiM 1 - AJkyfteoxyi oder I - AJkoxy- 
benzyl bei Eatara, Amidea uad bmdea vorzugaweiai 1 - Au^ylbaayuaaiso oder 1 • Alkylbaazyloxy-. Lactat* uod Miode- 
uuderivata. Moaoarpaodon vata (a. B. Oppolzar^ulua^ S- Aryunenthykny etc.) odar N-gebundeaa Oiaaottdaaa 
(Evioj-Typ- Auxiliata), beaoBoari bevonugi 4- tu btot u icna OnroHdiaooo. jeweilt ia enaaej i antiuuua c r . eaaatiame* 
renaagenacheffarodaficctDi irtMT Pbna^ lacb ia Koo^ a iOjoo c a. Fcroer Ublicha pataotgacaifl <on»taQaancainUaRa» 
sta uad Ausiaaa. wie eta i. B. in CHEM. REV, HEFT 92/9 (1992), za flodaa nad. 

X: Hatogaa oder ladera obBcha Abgaagigniapaa uad dena Koabinauonea, bevoiiugl Q. Bt I O-Taiyl O-A0cytp- 
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hosphat. beeoaden bevoreufta und Br. 

^ JSK^S Bea^l i*d derea Derive mil bis « funf AlkyK Aflcoxy- oderT^ 
^di^f 0111 b " ™ Sublimit, bound** borarzugi «?» bu wdLaSub 

a-Stel. 

und coc Akzepwnjrappe dee type G 1 in mSw l » d* d£ rS^^SI '^^^ m 

TVP» IV in geacaQtfler und un,«chutzier Pcnir^bMondiTOSfh^^S^ ST^T^ Vfert>iadun * ca <** 

to OtrneOani van m afolfea kum. wu abarucfaaul one weun e*^rt. ^ Eunopfverf^ra, „„, 

weiie each 2 Tkten, Ubticfeerweee ueh efwa 12 ^--*5r^ m ?* mt !r* V ™ 1 I L 018 ReeJttjoe iu oarmtkr- 



. - — — -■ — *-«ftH muuw| vwgnani uad lacycHeR wenjea. ' " 

Mailto badfcfa lnrtwnoifilli <kr obtkha AUvioung. Mymanfeua4a» Sttu Una akht m r^w—™ 
a»l pdyroptoda* I Oder n wweoto .ado. Diete^b«SSuS4Sta^^ 

oiind mcMS «U Oder d» Malta ckamkk* efcteSrtSS^S,nSSiI«22^iS^ 
ua. DMrU, (jlymee, AJkyt- uad Arytaitrile, Carboaelureesier, lertilre Amine and Muehunm <bvnn 

y iSSKas "''fr 1 '* dms? S^^nSJSS 

we.ee in niaefm. Zuetand. Mnnftift weidea tie tofcha verweodec {.) lodid. (SKT (b) mctt iStoorWfT 



l^i^ , _ - . .77 L Tl ™ ™ — www* im i id; men reofl&efpare te- 

^S^^L^T^S^ t« T ^"T 1 ™- A K gn mi Bin cfalori d, Bcithftiorid, die men in titn bei dg Bildmi reduhe- 

l^fl fc BlJ v** 66 **** iy««iwi*che Co-kompteu. bevror « raidijchM LAtusnanadfl und 

Sulfohn; (d) K rw ^^Hi f \ g uuk ■■ i mbeKada t tudi cfeinie, baoBdett bidemne, uad wdtat oJnt«nifl an. 
S^%SSJ? J l rV" BMWNEROTTraLMHER 1993 (Handbook of V*m*mkc*» cSj^TSbN 5- 
^J'? 0 ^ b * nBt ^ tofcP^QQi »Uf paaantta Zutto. Vbrntwaie vtxwtadet wntea LiOriumjo- 
^ a ^^JJ^5[^fT?^S5^_^^ iaB, * — B >2> KobOpW^taia, baooden btrortuft Littatmodid. ZuoS 
de» Type (tX (b) uad (c) werdei Obbct*r»*m kauiytiicb mt bt« ru 33 mol% ciafoeta. vornmwdje nrit 0 05- 1 0 
ocd*, beeoadon rorzapveiM mit 0.1-5 moi%. RaksM Uwnitea wodnn mit dea festno medervikataa S»U be- 
vorzufi vor Zopae dee LaMBtaabvannjecbt, wobti eiae hflQBV Stabihilt dct LOsesntiBli gafeattber der Lewtssiura 



DerTfameamibaiicfadvReifainnba 
*mymM, beeoodm bevonnc 13*C bu 63*0 Die Rrakaon mit da heaondi mArt* ns^,n r m^.i^rr^, ^ 

die uatar deajalbcB Bedbi|imfM tnanaodyiuiniicbe Miichunjca lief era kflaaea), uad dU PolfBreakDonea dee Phxtuk- 

tee (x. B. bewriacnara, Qiaaeierunfea etc.) (e»«hnUcb teiteaer erfolgea. 
Die Reaktiao zekboat rich ferecr dadwea taa, deA bai Vfertiaduafea der Pormel n ant 0* • 0', beeeaden eolebe nut 
. (CmO)-K one booe AldefcytJ»d«kti vitat vortiefU dL h. bo 2 clAfarophileo Acccptona mil. afoip. dim Umjcuung 
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33S?S3^ ^^^1^10: 1 *a«btlicb da ge- 

«Bm*m Produkte. m, bender. vonug,we*e »g.r grtfler 30: 1 far baspieUwd., ant Chrotmocea l££ 

016 Stewocbome do beupdiweiM mit Chromianea erbahenea Stone m Ut blufii inven m 
aut mupr^dm Uthium- oder Zinkenoleten » erwrta, win (like «« unlike ^ umSeteTSS SSEfeJ. 
facbe Divu^cramamt * .ucb to die «uiliirge«euerte. B esandm beeMpwtoSdS : £uSm« £S! 
dunga I [R'-R G l - CN, COOR* C0NR2 COR-]. dibei blonder. beY^S^^^t^™^ 
mcbtneemisctea 4-subi«merte N-tf-Bromic^l^xtzolidiiKmea mit II S.CH. 5 7 S^VT^ geafnetea 
scben Vertindungen IV (M ■ Cifm) br^^^S^^ ^ * " C( " 0 ^ 1 w 

Ba dem erooduagsgemtBea Vbf «hrco wenlm die funktioneHea Gruppea der Vfarbindunt d« TVm m. v«™~»~;.. 

Metbylenderivaie wie Methoxymetbyl, SilyU and. vomehmlicb to AltoholKoai. ^b^y^in,™ ^ 
letaerea bewndm bevarxuft Acetyl and Benzoyl and derea Dermte, and B«ylfn^. TOidf *S5E3I££ 

reagaeren ktonea, betonden tuch aster Enoliiieruni der Ketogruppc in VWodungen to^nSrv Bri StJfaf 

rJ p^yJ!5?Jf .S' ^w^aptoaia bemipruciue Vferfihren geeignete Scbutzgruppen and aui 

GREENE/WUTS 1*91 (Protective Group, in Organic Syntbem, ISBN 0-471423014) bekxnnt, itfae^uadr^cb 
Berug geaoovnea wira. 

Beispiele 

it 

-MCQQCHjCH-R - 




n 

5>Dim«baxy-2^KiimeibylO-bydro^ 

w7.2nUituerwtf-undwt*ierWem7^a^^ 
ChromOOcntorid (Ft. Strang 24 mg Utniumiodid, 234 rag D (R* « H, O* - CH(OCHOi). 326 rat I (R« =*CH. G 1 = 
COOCHj, X ■ Br) lb gerUhrL Ntch wl/w~ A..r-^— 1 v - 3 ' " 



lien mm 260 mg ID(R l «CH,, R J »H,G' » COOCHj G 3 - CH(0CHj)j. M - K). 

Beispiei2 

hTtcbtxecemiicbet NKJV-Diisetay-r J'-dunety^ 

In 4 J ml wucmoff- and wueerfteiem TWmydrofaiap werim hd Zbn—tfapcaiar (a. 20*0) Baler Ami 348 mg 
Chrom(II)cMorid (Ft Sena), 15 mgUtmaimodid, I47ingn(R a «H,0 J «CH(OCH 1 ) 1 ) ( 3ej9mgl(RUCH,,G 1 -(4. 
S)^ONCOGCH 3 CHCH 1 Ph. X . Br) 2h gertba Ntcb wiariger AuMetamg uod ^endrawotiaphiec^ Trm- 
nung m Kieeeigel ieoocit mm 312 Of ffl (R» • CHj. R* - H. 0» - (4^>CONCOOCH l CHCKjPh, G 2 - OKOCH^, 



«3 

Nkatraoannacfaat r4K4\4^DiaietbyiO*-hy<tay.5^^ 



m&Oeilimarmiff-ttadwitnaTftBma tng 

Cnrom<n)caJor*d(l^Str«m),tt^ 

-^^CTOijPt X • Br) 4b gcrflfart Ntcb wtfriger Aufsbettwg uod italaxhromMogriphiscber Iren. 
i hmtai mm 310 mg [V (R>- H, 0 1 ■ (4-SKONCOOClVMCH 2 Pb, M - H). 
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" VY 

Trf^J*,™**** CWW^* » B -d „ COB. Q-OIQCH^ £ 
oda in deaen dia i«imli. Aflito!^^ 



Nnoi 



M:H;MetaI]t(aU 
xuft 0(TID; 



ae tad Auxitttn; " ~ ' " J * 

X: Hakif edtadw flbncan Abfanmp 
kytph oipfcM, btto pdan bgnarogt Quod Br. 
AJkyl hint- httl KoMhwmmi ncn wmift» boom, mit 1-7 1 




twwmn a Be I O-Totyl, O-AJ- 



A ^ ' i dih"* rt^rl-. aod dm Derive 



»^***t»«en.b^^ 

JS^S^ilSSl" ° > ?L Sttil " l » 101 Aflooiioiftmbioo nkht Wfeaemoff 

maatyn, own baa, van db Atkoholflun udHMchBttiM. 



3. Si 
me) IV 
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iciwobdC^vorxutiweiieG 1 iit 

glochiooi Khttien: Aeetoaide. Mahyta. Silytataiv^ OOTV, "^oKL^^r^ffi 
naoooea 6a vwjeawmtea Schuugruppea. *™"~^ ua0 A*nun- 

» y 

mil der VfaMoAmg 6a Fond 0 

It R* R» 



inGe|»waij»odfftiie*OTM«*^ 

ulyumuad/odarModiDJcsiora . yw unmtucm. k*. 

vcra(TCb™ratjbeiRimntOTpmn* ^ 

V^*^ 8 ? ^"P™ 6 * 1 * 0l ' Br WJ W feaigoeie MeaUe vorznfswciM U, Mg. Zn, In, Ma und Fe, nch ia 
*knti«n*Fann,uiBl«Mea;uad|tw|ra 

fc»Pto" odar OrfanometaUv««adua«aa dor Meulfionen TIOD, T10II), Crtf), Cr(ll), Sm(ll>, Co(D und Pe(II) 35 

urn/awea. usbcsoadere «U HaJofmid, Sul&t, Sulfa*, Aikeno* Cyclopenuticnytat and Pheny oda fcttph^ 

»q-odgpdymB^ebiadw;>ucfaiaiCo m>a^ 

rid, Bromid, Acctau Sutfat Oder pulyagfcbuadan frinmibar. 

9. Vaftarta aach «nen der Anrprucfa* 6 bit I, «obd gengneto Kaulyuioren Iodida; oicht rtduaerbtre ge- 
briluchHcha LewiiOarea, t. B. Umomwlra, AhanhrinrndOohd, Bcruiflucrid. die tucb in ritu bci der BiUuai re- *o 
duacrander MeulUalxc ah UAIH4 «wcha» koentn; NlcknKII)ulza and autteoptnk, ndauttve MataUnav 
plexa, t B. Vitaaaa 8 13 und vortkkabare syatheonebe Co-komnlac, bevomft ia tmiduchea Lflcunpmitxdn 
und SulfoUn; tuifaia; twrarxogi wcrden bii ru 33 mol« des vuurfreieQ KM«iyt*art cngwem, vwmgiweue 
rail 0.05- 1 0 molft, batoadan vocagiwciM oat a 1-5 mo*%; itatato Uwustarea works gegebeaeof lib nit dan 

1 Sab bavonagt vor Zugaba dn Loaenrittefa vermaacat « 
iaaai der Aaiartcaa 6 bis 9. wobet ModUUoaona lodi* (M f), aida radueiate gel»*i^ 
,i.B.Uih*aaoaiao, AhmiaiBBKa^ 




iiUerg 

i bcjonden vorzagrweiso wamifnin 1 it^ Jniintiil. 

50 
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1 vemftwaiat LUhiusuloaBmainbydrid uod Zink t 



7 



(C) 1 999 Copyright Derwent Information Ltd. 



claimed are: (A) the production of a 2 f 3-unsaturated epothilone 
N-oxid (IB) by: (i) N-oxidising a 3.7-protected epothilone A or B 
(IIB) in a known mann r and eliminating the C3-substituent by base 
treatment; or (ii) N-oxidising a C7-optionally 

protected-2 3-unsaturated-epothilone A or B (JIC) in a known manner 
and optionally O-alkylating the resulting N-oxide in a known manner 
(B) the production of an epothilone N-oxide (IC) by N-oxidising (IIA)' 
in a known manner and optionally O-alkylating the resulting N-oxide in 
a known manner (C) the production of a C19-(alkyJ, aryl, heteroaryi 
halo, oxygen or sulphur)-substituted epothilone (ID) by metallating ( 
HA) at C19 and then reacting with an electrophile to introduce the C19 
substituent: and (D) the production of a C27-hetero substituted 
epothilone (IE) by substituting the C27 methyl group by a heteroatom 
in a known manner. 

USE - Epothilone A and B are known from e.g. DE41 38042 and 
PCT/EP9605080. 

Dwg.0/0 

Title Terms: PRODUCE; MODIFIED; COMPOUND; HYDROGENATION- HALOGENATFD- 
_EPOXIDATION; N; OXIDATION; METALLATED; ELECTROPHIUC ; SUBSTITUTE 
Derwent Class: B02 

International Patent Class (Main): C07D-000/00; C07D-493/04 
International Patent Class (Additional): C07D-303-00; C07D-31 3-00' 
C07D-493/04 ' 
File Segment: CPI 
Manual Codes (CPI/A-N): B06-A02 
Chemical Fragment Codes (M2): 
•01* D015 D01 6 D030 D160 F012 F014 F710 H4 H402 H403 H404 H422 H481 H482 
H8 J5 J522 L9 L942 M1 M126 M135 M210 M21 1 M240 M283 M313 M321 M331 
M342 M343 M344 M373 M391 M412 M511 M521 M530 M540 M720 M800 M903 
M904 N164 9841-AOO01-K 9841-AQO01-P 40014 
Ring index Numbers: ; 40014 

Generic Compound Numbers: 9841-AQO01-K; 9841-AQO01-P 
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DIALOG(R)File 351 .DERWENT WPI 
(c)1 999 Derwent Info Ltd. AJI its. reserv. 

011997952 

WPI Acc No: 98-414862/199836 
XRAM Acc No: C98-125277 

New beta-keto-alcohol derivatives . useful at intermediates for 
epothilon*(s) 

Patent Assignee: WESSJOHANN L A (WESS-I) 
Inventor GABRIEL T; WESSJOHANN L A 
Number of Countries: 001 Number of Patents: 001 
Patent Family: 

Patent* No Kind Date Applicat No Kind Date Main IPC - Week . 
DB 1970175* hi 1998072> DE 1001758 A 19970120 C07C-069/66 199836 B 

Priority Applications (No Type Date): OE 1001758 A 19970120 
Patent Details: 

Patent Kind Lan Pg Filing Notes Application Patent 
DE 19701 758 A1 7 

Abstract (Basic); DE 19701758 A 
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beta -Ketoalcohol derivatives of formula 
G1C(R1)(R1)CH(OM)C(fl2)(R2)G2 (III) are new. G1 * COO-alkvl 

COR'^N^n^^ ? 02M ' C ^ PG ' CONH "< p G>2-n. CON(alkyl)2. COR2 
™« 1 CO?-spacer-polymer or CONH-spacer-polymer; G2 = COO-alkvl 
COO-aryl, COO-cycloalkyl. C02M, C02PG, C0NHn(PG)2-n, CON(alkXl?2 COfW 
COR'. CN. COO-spacer-polymer. CONH-spacer-polyme CH20R2 CH2of P Q? 

O-alkyl, Cn F3-n\ oxacycloalkyl, spirocycloalkyl or 
oxaspirocycloalkyi; R2 = H, alkyl, vinyl, aryl, CnF3-n, cycloalkyl 
O-alkyl, oxacycloalkyl, spirocycloalkyl or oxaspirocycloalkyi; R3 = H 
X, omega -nerol, geraniol, nerylacetone, geranylacetone ortheir 
derivatives; M = metal cation, H or non-metallic cation; R* = chiral 
auxiliary; X * halo or leaving group; alkyl = 1-7C alkyl; cycloalkyl * 
3-7C cycloalkyl; aryl = optionally mono- to penta-substituted phenyl or 
benzyl; n = Q-2; and n' = 0-3. 

USE - (III) are useful as intermediates for epothilones . 

ADVANTAGE - The use of (III) avoids the problem of retro-aldol 
reactions encountered in prior art synthesis of epothilones 

Dwg.0/0 

Title Terms: NEW; BETA; KETO; ALCOHOL; DERIVATIVE; USEFUL* INTERMEDIATE 
DerwentClass;B05;C03;E19 • ' c«MtuiArt 

International Patent Class (Main): C07C-069/66 
International Patent Class (Additional); C07C-051/347; C07C-059/00* 

C07C-067/30; C07C-235/02; C07C-255/1 1 ; C07D-263/20- C07D-493/04 
File Segment; CPI * 
Manual Codes (CPI/A-N): B04-C03; C04-C03; B07-H; C07-H; B10-A15- C10-A15- 
B10-A20; C10-A20; B10-A23; C10-A23; B10-C02; C10-C02; B10-C03 : C10-C03- 
B10-C04A; C10-C04A; B10-C04D; C10-C04D; B10-D01; C10-D0V B10-DO3- ' 
C10-D03^B10.E04; C10-E04; E07-A03C; E10-A15F; E10-C04E; E10-D03D;' 

Chemical Fragment Codes (M2); 
•Or 841 4 B514 B614 B711 B712 B713 B720 B731 B732 B743 B744 B793 B799 
Ellipsed... 

M530 M531 M532 M533 M540 M541 M542 M543 M620 M630 M710 M903 M904 

9836-01 001 -N 00012 
Ring Index Numbers: ; 00012; 00012 
Generic Compound Numbers: 9836-01 001 -N 

9/1 9/6 

DIALOG(R)File 351 .DERWENT WPI 
(c)1999 Derwent Info Ltd. All rts. reserv. 

011981740 "Image available" 
WPI Acc No: 98-398650/1 99834 
XRAMAcc No: C98-1 20661 

Preparation of epothilono A and B and new analogues of epothilono 
• useful for treating proliferative diseases e.g. cancer 

Patent Assignee: NOVARTIS AG (NOVS ); SCRIPPS RES INST (SCRI ) 
Inventor FINLAY M R V; HE Y; KING N P; NICOLAOU C K; NINKOVIC S; PASTOR J; 
ROSCHANGAR F; SARABIA F; VALLBERG H; VOURLOUMIS D; WINSSINGER N; YANG Z 
Number of Countries: 080 Number of Patents: 002 
Patent Family: 

Patent No Kind Date Applicat No Kind Date Main IPC Week 

WO 9825929 Al 19980618 WO 97EP7011 A 19971212 C07D-493/04 199834 B 

AU 9857577 A 19980703 ACJ 9857577 A 19971212 C07D-493/04 199847 
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/OTHER SOURCE(S): CASREACT 129:216463 

A3 A procedure for che prepn. of epothilones I (R = H. Me- Rl R2 - H- 
R3 * H, OH, OAc; V = H, Br, Me; W a H, OH; XY = bond, 0- x'- H OH- 
Y - H), II (Z = 0-) and II . cntdot . BF4- (Z = OMe) is characterized ' 
by, hydrogenation of che C(X6)-C<17) double bond, halogen addn to 
the C(16)-C(17) double bond, or epoxidn. of the C(16)-C(17) double 
bond followed by redn. to the ale. Thus, epothilone A (I; R = Rl = 
R2 s R3 = V = w = H, XY = bond) was treated with dioxirane in 
acetone to give 27% of epoxide I (R = Rl = R2 = R3 = V = W = H XY - 
0) and 16% N-oxide II {R = Rl = R2 = H, Z = 0); epoxide I (R = 'r1 = 
R2sR3=V = W= H, XY = 0) was then treated with H2 in EtOH contg 
catalytic Pd/C to give ale. I (R = Rl = R2 = R3 = V = W = Y = H X = 
OH) while N=oxide II was treated with Ac20 in CH2C12 contg. 
2, 6-di (tert-butyl) pyridine to give acetate I (R * Rl = R2 = V = w = 
H, R3 = OAc, XY = bond) . Alternatively, epothilone A (I; R = ri = 
R2 s R3 = v s w = H, XY = bond) was treated with BuLi in hexane 
followed N-bromosuccinimide in THF to give bromide I (R » Rl » R2 - 
R3 ■ w ■ H. XY = bond, V = Br) . 
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OTHER SOURCE(S): CASREACT 129:136025; MAR PAT 129:136025 

AB G1-C(R1)2-CH(0M)-C(R2)2-G2 [I; Gl * alkoxycarbonyl , 

eye loalkoxycar bony 1, aryloxycarbonyl, etc.; G2 = Gl, CH20R2, etc.; 
Rl = H, F, alkyl, vinyl, cycloalkyl, alkoxy, etc.; R2 = H, alkyl, 
vinyl, aryl, etc.; M * H, metal (as cation), etc.] are prepd. as 
synthons for epothilones via reaction of G1-C(R1)2X (II; X * halo) 
with HC0-C(R2) 2-G2 (XII) in the presence of metals or metal salts, 
preferably a solvent, and/or catalysts or modifiers. Thus, II [Gl = 
COOMe, Rl * Me, X * Br J was reacted with III (R2 » H, G2 = CH(0Me)2] 
in THF contg. CrC12 and Lil at room temp, for 1 h to give, after 
hydrolysis, I [Rl, R2, Gl, G2 same as above; M =» H] . 
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in EtOH contg. catalytic Pd/C to give ale. I <R » Rl - R2 - R3 - v - w - y 

- H, X - OH) while N-oxide II was treated with Ac20 in CH2C12 contg 

2, 6-di(tert-butyl) pyridine to give acetate I (R - Rl « R2 . v • w . h R3 
« OAc, XY - bond) . Alternatively, epothilone A (I; R ■ Rl « R2 ■ R3 • v ■ 
W - H, XY - bond) was treated with BuLi in hexane followed 
N-bromosuccinimide in THP to give bromide I (R - Rl - R2 • R3 • w • H XY 

- bond, V - Br) . 
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(as cation), etc.] are prepd. as synthons for epothilones via reaction of 
G1-C(R1)2X (II; X - halo) with HCO-C (R2) 2-G2 (III) in the presence of 
metals or metal salts, preferably a solvent, and/or catalysts or 
modifiers. Thus, II [Gl - COOMe, Rl » Me, X - Br] was reacted with III 

IR2 - H, G2 ■ CH(OMe)2] in THP contg. CrCl2 and Lil at room temp, for 1 h 
to give, after hydrolysis, I [Rl, R2, Gl, G2 same as above; M ■ H] 
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